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DETAILED ACTION 

Examiner acknowledges Applicants' reply, filed August 7, 2006, which amends claims 63 and 104, and 
adds new claims 110-113. 

Currently, claims 32, 52, 62-69, 84-85, 88-89, 104-107 and 110-113 are under examination 

The text of those sections of Title 35, U.S. Code not included in this action can be found in a prior Office 
action. 

Specification 

The specification is objected to as failing to provide proper antecedent basis for the claimed subject 
matter. See 37 CFR 1.75(d)(1) and MPEP § 608.01 (o). Specifically, the specification does not appear to 
provide antecedent basis for the language "specific predefined proteins" as recited in claims 63 and 84. 
Correction is required. 


f 
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Claim Rejections - 35 USC §112 

Claims 32, 52, 62-69, 84-85, 88-89, 104-107 and 110-113 are rejected under 35 U.S.C. 112, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the subject matter 
which applicant regards as the invention. 

In claims 63 and 84, the recitation of "specific predefined proteins" is indefinite and lacks antecedent 
support in the specification. The identity of objects and/or steps required for "predefining" proteins is not 
clear. 

In claim 63, the recitation of "each solid phase matrix comprises a plurality of particles" is indefinite, 
wherein "each solid phase matrix" = a bead (see specification p. 9, lines 10-11, "[a] suitable matrix is, for 
example a bead or a microbead shape") (emphases added). Whether/how a bead comprises "a plurality 
of particles" is not clear. 1 

In claim 84, the recitation of "each solid phase matrix comprises a plurality of particles" is indefinite, 
wherein "each solid phase matrix" = a bead (see specification p. 9, lines 10-11, "[a] suitable matrix is, for 
example a bead or a microbead shape") (emphases added). Whether/how a bead comprises "a plurality 
of particles" is not clear. 2 

In claim 63, the recitation of "a first and second solid phase matrix contacting each other" is indefinite, 
wherein "each solid phase matrix" = beads (see specification p. 13, lines 4-7, "the matrix is loose beads... 
matrix beads") (emphases added). Whether/how a matrix of beads is in contact with another matrix of 

1 Applicants may obviate this rejection by amending the affected phrase as follows: a first and a second solid phase 
matrix contacting each other, wherein each solid phase matrix comprises a p l ur ali ty of part i c les particle , and wherein 
the particles of the first and second solid phase matrices are present as a mixture in said affinity binding composition; 

Applicants may obviate this rejection by amending the affected phrase as follows: a plurality of solid phase matrices 
arranged such that each solid phase matrix is in contact with at least one other solid phase matrix; and... wherein 
each solid phase matrix comprises a p l urality of part i cl e s particle , and wherein the particles are present in the affinity 
binding composition as a mixture; 
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beads is not clear. Whether the claim limitation "contacting" requires a matrix of beads to be stacked, 
layered and/or adjoined on/to another matrix of beads is not clear. How a matrix of beads that is stacked, 
layered and/or adjoined on/to another matrix of beads can be "present as a mixture" is not clear. 3 

In claim 84, the recitation of "each solid phase matrix is in contact with at least one other solid phase 
matrix" is indefinite, wherein "each solid phase matrix" = beads (see specification p. 13, lines 4-7, "the 
matrix is loose beads... matrix beads") (emphases added). Whether/how a matrix of beads is in contact 
with another matrix of beads is not clear. Whether the claim limitation "in contact" requires a matrix of 
beads to be stacked, layered and/or adjoined on/to another matrix of beads is not clear. How a matrix of 
beads that is stacked, layered and/or adjoined on/to another matrix of beads can be present "as a 
mixture" is not clear. 4 


Applicants may obviate this rejection by amending the affected phrase as follows: a first and a second solid phase 
matrix contacting each other, wherein each solid phase matrix comprises a plurality of particles , and wh e r e in th e 
p a rt i c les of th e fir s t and s e cond solid phas e m a tr i c es a r e pr e s e nt as a m i xturo i n sa i d affin i ty b i nd i ng compo si t i on ; 
4 Applicants may obviate this rejection by amending the affected phrase as follows: a plurality of solid phase matrices 
arranged such that each solid phase matrix is in contact with at least one other solid phase matrix; and... wherein 
each solid phase matrix comprises a plurality of particles , and wh e roin th e p a rt i c les a r e pr ese nt in th e affin i ty b i nd i ng 
compo si t i on as a m i xtur e; 
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Claim Rejections - 35 USC §102 

Claims 32, 52, 62-69, 89, 104, 110 and 112 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Stausbol-Gron etaL, 391 FEBS Letters 71 (1996). 

Stausbol-Gron e( a/, describe a method for separating proteins (see p. 71, right column, last paragraph, 
second sentence, "single-chain Fv antibody fragments (scFv)"; see also Section 1 Introduction, first 
sentence, "coat protein") from a sample (see Section 2.4 Competitive two solid phase biopanning-protein 
mixture, second paragraph, 4, [a]n aliquot of 10 12 colony-forming units (cfu) from the naive library, and 
competitive soluble MIX protein"; see also Section 2.5 Competitive two solid phase biopanning-cytosolic 
cell extract from a melanoma cell line, fourth sentence, "naive library (10 12 cfu) and competitive soluble 
FM55p proteins") that contains proteins and recovering a modified sample (see Abstract, "enrich 
selectively phage displayed antibodies directed against proteins constituting a difference between two 
populations of cells") comprising the steps of: 

(1) removing (see p. 72, col. 1, fifth paragraph, "immunobead was washed") at least two specific 
predefined proteins (see p. 73, col. 2, second paragraph, "Competitive proteins", see Fig. 2(A), 
MIX+LDH versus MIX; see also Section 3 Results and discussion, p. 74, right column, second full 
paragraph, first sentence, "selection inhibition of all similarities ": see also last sentence, "as many 
proteins as possible") (emphasizing plurality of proteins) from a sample that contains the at least 
two specific predefined proteins, thereby 

(2) producing and/or recovering the modified sample containing a plurality of proteins that was 
present in the sample (see Abstract, "enrich selectively phage displayed antibodies directed 
against proteins constituting a difference between two populations of cells") prior to removal of 
the at least two specific predefined proteins; 
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wherein the removing step comprises contacting the sample with an affinity binding composition 
(see Fig. 1, "two solid phase system") comprising: 

(a) a first and second solid phase matrix (see Fig. 1, "two solid phase system") contacting 
each other (see Fig. 1, "immunobeads in an immunotube"), wherein each solid phase 
matrix comprises a plurality of particles (see Fig. 1, "immunobeads in an immunotube"), 
wherein the particles are present in a mixture (see p. 72, col. 1, sixth paragraph, "4 ml 2% 
MPBS... five immunobeads... were added"); 

(b) a first receptor (see Fig. 1, U LDH") immobilized on said first solid phase matrix (see 
Fig. 1, "immunobeads); and 

(c) a second receptor (see Fig. 1, "MIX proteins") immobilized on said second solid phase 
matrix (see Fig. 1, "immunotube"). 


With respect to claims 64-69, Stausbol-Gron ef a/, describe a method wherein "different coating 
conditions in parallel" is performed "to cover as many proteins as possible" (see p. 74, col. 2, second full 
paragraph, last sentence). 
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Claims 32, 52, 62, 84, 89, 104, 111 and 113 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Stausbol-Gren et a/., 391 FEBS Letters 71 (1996). 

Stausbol-Gron et al. describe a method for separating (see Abstract, first sentence "enrich selectively"; 
see also Abstract, second sentence, "isolated"; see also Fig. 1, bottom, "rescued"; see also Section 3 
Results and discussion, p. 73, right column, first paragraph, second sentence, "obtain"; see also Section 
3 Results and discussion, p. 73, right column, third paragraph, first sentence, "enrich preferentially"; see 
also Section 3 Results and discussion, p. 74, right column, second full paragraph, first sentence, 
"selection") proteins (see p. 71, right column, last paragraph, second sentence, "single-chain Fv antibody 
fragments (scFv)"; see also Section 1 Introduction, first sentence, "coat protein") from a sample (see p. 
71, right column, last paragraph, second sentence, "naive phagemid library") that contains proteins and 
recovering a modified sample comprising the steps of: 

(1) removing at least two specific predefined proteins (see Section 3 Results and discussion, p. 
74, right column, second full paragraph, first sentence, "selection inhibition of all similarities ": see 
also last sentence, "as many proteins as possible") (emphasizing plurality of proteins) from a 
sample, thereby 

(2) producing and/or recovering the modified sample (see Abstract, first sentence "enrich 
selectively phage displayed antibodies directed against proteins constituting a difference between 
two populations of cells"; see also Abstract, second sentence, "[ajntibodies recognizing a defined 
difference between two otherwise identical protein mixtures were isolated"; see also Fig. 1, 
bottom, "phage bound to the target proteins on the immunobead(s) were rescued"; see also 
Section 3 Results and discussion, p. 73, right column, first paragraph, second sentence, "[t]he 
goal is to establish a competitive panning procedure, which can be used to obtain phage 
antibodies against antigens expressed differentially in different cell populations"; see also Section 
3 Results and discussion, p. 73, right column, third paragraph, first sentence, "we were able to 
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enrich preferentially for phage that were reactive against LDH"; see also Section 3 Results and 
discussion, p. 74, right column, second full paragraph, first sentence, "selection against all 
differences"); 

wherein the removing step comprises contacting (see p. 71, right column, last paragraph, second 
sentence, "biopanning procedure") the sample (see p. 71, right column, last paragraph, second 
sentence, "naive phagemid library") with an affinity binding composition (see p. 71, right column, 
last paragraph, second sentence, "single-chain Fv antibody fragments (scFv)") comprising: 

(a) a plurality of solid phase matrices (see p. 71, right column, last paragraph, second 
sentence, "naive phagemid library") (emphasis added) arranged such that each solid 
phase matrix is in contact with at least one other solid phase matrix (see p. 71, right 
column, last paragraph, second sentence, "naive phagemid library ") (emphasis added); 

(b) a plurality of receptors having different protein binding specificities (see p. 71, right 
column, last paragraph, second sentence, "single-chain Fv antibody fragments (scFv)"); 

wherein the receptors (see p. 71, right column, last paragraph, second sentence, "single- 
chain Fv antibody fragments (scFv)") are immobilized on the plurality of solid phase 
matrices (see p. 71, right column, last paragraph, second sentence, "naive phagemid 
library") such that each solid phase matrix has a different protein binding specificity (see 
p. 72, left column, Section 2.1 Library and bacteria, first sentence, "10 8 clones"), 

wherein each solid phase matrix comprises a plurality of particles (see Section 1 
Introduction, first sentence, "coat protein"), wherein the particles (see Section 1 
Introduction, first sentence, "coat protein") are present in a mixture (see Fig. 1, "two solid 
phase system"); 
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Claims 32, 52, 62-69, 84, 88-89, 104 and 110-113 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Payan (US 6,455,263). 

Payan describes a method for separating proteins (see col. 13, lines 1-2, "beads are then sorted using 
fluorescent-activated cell sorting") from a sample that contains proteins (see e.g., col. 3, lines 48-49, 
"library of candidate agents"; col. 14, lines 24-25, "third, fourth, etc. populations of target molecules") and 
recovering a modified sample (see col. 2, lines 64-65, "collected") comprising the steps: 

(1) removing at least two specific predefined proteins (see e.g., col. 13, lines 10-11, "non- 
fluorescent beads") from a sample that contains the at least two specific predefined proteins (see 
e.g., col. 3, lines 48-49, "library of candidate agents"; col. 14, lines 24-25, "third, fourth, etc. 
populations of target molecules"), thereby producing a modified sample containing a plurality of 
proteins (see col. 13, lines 10-11, "sorting results in a population of non-fluorescent beads and at 
least one population of fluorescent beads"); 

(2) recovering the modified sample (see col. 2, lines 64-65, "collected"); 

wherein the removing step comprises contacting the sample with an affinity binding composition 
(see e.g., col. 3, lines 48-49, "library of candidate agents"; col. 14, lines 24-25, "third, fourth, etc. 
populations of target molecules") comprising: 

(a) a first and second solid phase matrix contacting each other, wherein each solid phase 
matrix comprises a plurality of particles (see col. 7, line 52, "bead composition"), and 
wherein the particles are present as a mixture (see col. 12, line 55, "reaction mixture"). 


With respect to claims 88 and 104, Payan describes antibody candidate agents (see col. 9, lines 39-42). 
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With respect to claim 89, Payan describes libraries of synthetic compounds and their generation (see col. 
3, lines 51-65). 
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Claim Rejections - 35 USC § 103 

Claims 32, 52, 62-69, 84-85, 88-89, 104-107 and 110-113 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Davies (US 6,696,304) in view of Payan (US 6,455,263). 

Davies describes a method for separating proteins (see col. 16, line 67, "screening of combinatorial 
libraries") comprising the step of: 

(1) contacting a sample with an affinity binding composition (see col. 9, lines 48-50, "[a] test 
analyte/microparticle complex is added directly to the mixture of microparticles with immobilized 
protein standards") comprising: 

(a) a plurality of solid phase matrices (see Title, "particulate solid phase") arranged such 
that each solid phase matrix is in contact with at least one other solid phase matrix (see 
col. 9, lines 48-50, "[a] test analyte/microparticle complex is added directly to the mixture 
of microparticles with immobilized protein standards"), and wherein each solid phase 
matrix (see col. 9, line 48, "[a] test analyte/microparticle complex"; col. 9, lines 49-50, 
"mixture of microparticles with immobilized protein standards") comprises a plurality of 
particles, and wherein the pluralities of particles are present as a mixture (see col. 9, lines 
48-49, "added directly to the mixture"); and 

(b) a plurality of receptors immobilized on the plurality of solid phase matrices (see e.g., 
col. 14, line 52, "antibody"). 

Davies does not describe the steps of "removing at least two specific predefined proteins from a sample", 
"producing a modified sample" and "recovering the modified sample". 
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However, Payan describes a method for separating proteins (see col. 13, lines 1-2, "beads are then 
sorted using fluorescent-activated cell sorting") and recovering a modified sample (see col. 2, lines 64-65, 
"collected") comprising the steps: 

(2) removing at least two specific predefined proteins (see e.g., col. 13, lines 10-11, "non- 
fluorescent beads") from a sample that contains the at least two specific predefined proteins (see 
e.g., col. 3, lines 48-49, "library of candidate agents"; col. 14, lines 24-25, "third, fourth, etc. 
populations of target molecules"), thereby producing a modified sample containing a plurality of 
proteins (see col. 13, lines 10-11, "sorting results in a population of non-fluorescent beads and at 
least one population of fluorescent beads"); and 

(3) recovering the modified sample (see col. 2, lines 64-65, "collected"). 

It would have been obvious for a person of ordinary skill in the art to perform the method for screening 
combinatorial libraries of Davies with the added procedural steps of producing and recovering a modified 
sample because Payan discovered that producing and recovering a modified sample using FACS allows 
for subsequent analysis (see col. 2, line 65), treatment (see col. 3, line 8) and/or characterization (see col. 
3, line 10) of separated proteins. 

With respect to claim 85, Davies describes an affinity purification column containing the affinity binding 
composition (see col. 17, lines 47-48, "affinity purification columns"). 

With respect to claims 104-107, Davies describes an affinity binding composition that binds to albumin 
(see col. 15, line 9), immunoglobulins (see col. 15, lines 16-19), transferrin (see col. 15, line 16), 
haptoglobin (see col. 15, line 15), alpha-1 -antitrypsin (see col. 15, line 12), alpha-2-macroglobulin (see 
col. 15, line 12), alpha-1-acid glycoprotein (see col. 15, line 9), hemopexin (see col. 15, line 15), 
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transthyretin (see col. 15, line 14), apolipoprotein A1 (see col. 15, line 13) and prealbumin (see col. 15, 
line 14). 
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Response to Arguments 


Specification 

In prior Office Action, Examiner objected to the specification for failing to provide proper antecedent basis 
for the language "specific predefined proteins" as recited in claims 63 and 84. 

In response, Applicants observe that the phrase "specific predefined ligand 1 is supported in originally- 
presented claim 27. Applicants posit that persons skilled in the art recognize that "protein" is a subset of 
"ligand" 5 and would immediately recognize the metes and bounds of the phrase. 

Applicants' argument has been carefully considered but is not persuasive. 

Although the phrase "specific predefined ligand 1 is supported in originally-presented claim 27, the phrases 
"specific predefined proteins" or "predefined proteins" are not supported in originally-presented claim 27. 
Originally-presented claim 27 does not identify any objects and/or steps required for "predefining" 
proteins, or whether predefining "proteins" is any different than predefining "ligands". Examiner posits 
that persons skilled in the art recognize that the objects and/or steps required for "predefining" proteins is 
not necessarily or inherently the same as the objects and/or steps required for predefining "proteins". 


Claim Rejections - 35 USC §112 
In prior Office Action, claim 63 was rejected under 35 U.S.C. 112, second paragraph, because the phrase 
"solid phase matrices" lacked antecedent basis and was considered indefinite. Specifically, whether 
"solid phase matrices" referenced "a first and second solid phase matrix" was not clear. Applicants' 


Examiner requests Applicants to cite specific support in Applicants' specification, as originally filed, for Applicants' 
alleged set-subset relationship between "protein" and "ligand". 
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amendment and argumentation are fully persuasive and sufficient to overcome this rejection. 
Accordingly, this rejection is withdrawn. 


In prior Office Action, claims 63 and 84 were rejected under 35 U.S.C. 112, second paragraph, because 
the phrase "each solid phase matrix comprises a plurality of particles" was considered unclear. 
Specifically, whether/how a bead comprises "a plurality of particles" is not clear. 

In addition, claims 63 and 84 were rejected under 35 U.S.C. 112, second paragraph, because the 
phrases "a first and second solid phase matrix contacting each other" (claim 63) and "each solid phase 
matrix is in contact with at least one other solid phase matrix" (claim 84) were considered unclear. 
Specifically, whether/how a matrix of beads is in contact with another matrix of beads is not clear. 
Whether the claim limitation "contacting" or "in contact" requires a matrix of beads to be stacked, layered 
and/or adjoined on/to another matrix of beads is not clear. How a matrix of beads that is stacked, layered 
and/or adjoined on/to another matrix of beads can be "present as a mixture" is not clear. 

In response, Applicants argue u [o]ne of ordinary skill in the art would understand that a single bead can 
constitute a complete matrix" (see Applicants' reply, p. 9, first paragraph, fourth sentence). In addition, 
Applicants submit that "the objected phrase, on its face alone comprises possibility of being 'in contact' 
includes by stacked, layered, and/or adjoined possibilities" (see Applicants' reply, p. 9, last paragraph, 
fourth sentence). 

Applicants' arguments have been carefully considered but are not persuasive. 

Applicants' reply does not appear to address whether/how a bead comprises "a plurality of particles", or 
whether/how a matrix of beads is in contact with another matrix of beads, or how a matrix of beads that is 
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stacked, layered and/or adjoined on/to another matrix of beads can be "present as a mixture". Examiner 
has offered suggestions for resolving these issues. 6 


Claim Rejections - 35 USC §102 
In prior Office Action, claims 32, 52, 62-69, 84, 89 and 104 were rejected under 35 U.S.C. 102(b) as 
being anticipated by Stausbol-Gron etal., 391 FEBS Letters 71 (1996). 

In response, Applicants argue: 

1. Stausbol-Gron et al. teach removal of "phage", whereas the instant invention requires removal of 
"proteins" (see Applicants' reply, p. 10, second full paragraph, third full paragraph). 

2. Even if Stausbol-Gron et al. teach removal of "proteins", Stausbol-Gron et al. do not teach 
removal of "at least two" proteins (see Applicants' reply, paragraph bridging pp. 10-11). 

3. Stausbol-Gron ef al. do not teach "recovery of a modified sample" (see Applicants' reply, p. 11, 
first full paragraph). 

4. Stausbol-Gron's et al. description of "immunobeads" does not amount to a "first and second solid 
phase matrix" (see Applicants' reply, p. 11, second full paragraph). 

5. Examiner has potentially extrapolated claimed limitations from the teachings of Stausbol-Gron's 
etal. (see Applicants' reply, paragraph bridging pp. 11-12). 

Applicants' arguments have been carefully considered but are not persuasive. 

With respect to argument 1), Stausbol-Gron et al. teach the removal (see Section 3 Results and 
discussion, p. 74, right column, second full paragraph, first sentence, "selection inhibition of all 
similarities") of proteins (see p. 71, right column, last paragraph, second sentence, "single-chain Fv 
antibody fragments (scFv)"; see also Section 1 Introduction, first sentence, "coat protein"). That Stausbol- 
Gron et al. incidentally teach proteins that are attached to a phage does not negate Stausbol-Gron's ef al. 
description of protein removal. 


See supra, notes 1-4. 
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With respect to argument 2), Stausbol-Gron et a/, teach the removal of at least two proteins (see Section 
3 Results and discussion, p. 74, right column, second full paragraph, first sentence, "selection inhibition of 
all similarities ": see also last sentence, "as many proteins as possible") (emphasizing plurality of proteins) 
from a sample. 

With respect to argument 3), Stausbol-Gron et al. teach producing and/or recovering a modified sample 
(see Abstract, first sentence "enrich selectively phage displayed antibodies directed against proteins 
constituting a difference between two populations of cells"; see also Abstract, second sentence, 
"[a]ntibodies recognizing a defined difference between two otherwise identical protein mixtures were 
isolated"; see also Fig. 1, bottom, "phage bound to the target proteins on the immunobead(s) were 
rescued"; see also Section 3 Results and discussion, p. 73, right column, first paragraph, second 
sentence, "[t]he goal is to establish a competitive panning procedure, which can be used to obtain phage 
antibodies against antigens expressed differentially in different cell populations"; see also Section 3 
Results and discussion, p. 73, right column, third paragraph, first sentence, "we were able to enrich 
preferentially for phage that were reactive against LDH"; see also Section 3 Results and discussion, p. 
74, right column, second full paragraph, first sentence, "selection against all differences"); 

With respect to argument 4), Stausbol-Gron ef al. provide three different interpretations of a "first and 
second solid phase matrix". For example: 

(a) Stausbol-Gron ef al. teach a first and second solid phase matrix (see Fig. 1, "two solid phase 
system") contacting each other (see Fig. 1, "immunobeads in an immunotube"), wherein each 
solid phase matrix comprises a plurality of particles (see Fig. 1, "immunobeads in an 
immunotube"), wherein the particles are present in a mixture (see p. 72, col. 1, sixth paragraph, 
"4 ml 2% MPBS... five immunobeads... were added"); 
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(b) Stausb0l-Gron ef a/, teach a plurality of solid phase matrices (see p. 71, right column, last 
paragraph, second sentence, "naive phaqemid library") (emphasis added) arranged such that 
each solid phase matrix is in contact with at least one other solid phase matrix (see p. 71, right 
column, last paragraph, second sentence, "naive phagemid library ") (emphasis added); 

(c) Stausbol-Gron ef a/, teach a "first and second solid phase matrix", wherein "solid phase 
matrix" = a bead (see specification p. 9, lines 10-11, "[a] suitable matrix is, for example a bead or 
a microbead shape") (emphases added). 

With respect to argument 5), Examiner has clarified his grounds for rejection to avoid the appearance of 
potentially extrapolating claim limitations from the teachings of Stausbol-Gron's ef a/. See supra, 
rejection of claims 32, 52, 62, 84, 89 and 104 under 35 U.S.C. 102(b) in view of Stausbol-Grcn ef a/., 391 
FEBS Letters 71 (1996). Examiner's clarified grounds for rejection avoids relying upon the specific set 
of experiments performed by Stausbol-Gron ef a/, and the specific data obtained therefor. Examiner's 
clarified grounds for rejection attempts to give deference to the broader analytical framework affirmatively 
established (i.e., not "extrapolated") by Stausbol-Gron ef a/., namely, the analysis of differential gene 
expression (see Title, "A model phage display substraction method with potential for analysis of 
differential gene expression ") (emphasis added). 

According to MPEP 2123, a reference may be relied upon for all that it would have reasonably suggested 
to one having ordinary skill the art, including nonpreferred embodiments. 

Examiner posits that persons of ordinary skill, upon a thorough reading and understanding of the 
teachings of Stausbol-Gron ef ai, would conclude that the broader analytical framework affirmatively 
established (/. e., not "extrapolated") by Stausbol-Gron ef a/, was not to isolate a single phage antibody 
against LDH, but rather to establish a model system (see Title, "A model phage display subtraction 
method"; see p. 71, col. 2, last paragraph, "[a] competitive biopanning procedure was developed and 
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tested on two model systems") to be used for isolating multiple phage antibodies against differentially 
expressed proteins (see p. 71, col. 2, last paragraph, "the subtractive strategy presented is valuable in 
attempts to identify antibodies against known or unknown antigens in a given population of cells", noting 
Brian's et al. use of plural "antibodies" and "antigens"). 


In prior Office Action, claims 32, 52, 62-69, 84, 88-89 and 104 were rejected under 35 U.S.C. 102(e) as 
being anticipated by Payan (US 6,455,263). 

In response, Applicants argue that Payan does not teach: 

1 . removal of two specific proteins; 

2. recovery of a modified sample; and 

3. a first and a second solid phase matrix comprising a first receptor and a second receptor. 
Applicants' arguments have been carefully considered but are not persuasive. 

With respect to argument 1), Payan describes a method for separating (see col. 13, lines 1-2, "beads are 
then sorted using fluorescent-activated cell sorting") proteins (see e.g., col. 3, lines 48-49, "library of 
candidate agents"; see also col. 14, lines 24-25, "third, fourth, etc. populations of target molecules"; see 
also col. 3, lines 28-30, "[b]y 'candidate bioactive agent' or 'candidate drugs' or grammatical equivalents 
herein is meant any molecule, e.g. protein"). 

With respect to argument 2), Payan describes recovering a modified sample (see col. 2, lines 64-65, 
"collected"; see also col. 13, lines 10-11, "sorting results in a population of non-fluorescent beads and at 
least one population of fluorescent beads"). 


i 
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With respect to argument 3), Payan describes an affinity binding composition (see e.g., col. 3, lines 48- 
49, "library of candidate agents"; col. 14, lines 24-25, "third, fourth, etc. populations of target molecules") 
comprising a first and second solid phase matrix contacting each other (see col. 7, line 52, "bead 
composition"), wherein each solid phase matrix comprises a plurality of particles (see col. 7, line 52, 
"bead composition"), and wherein the particles are present as a mixture (see col. 12, line 55, "reaction 
mixture"). Each of the solid phase matrices comprises a receptor (see col. 3, lines 48-49, "library of 
candidate agents"). 

Claim Rejections - 35 USC § 103 
In prior Office Action, claims 32, 52, 62-69, 84-85, 88-89 and 104-107 were rejected under 35 U.S.C. 
103(a) as being unpatentable over Davies (US 6,696,304) in view of Payan (US 6,455,263). 

In response, Applicants argue that Davies does not teach: 

1. Davies does not teach preparation of a mixture of particles comprising different receptors; 

2. Davies does not teach a mixture of solid phase matrices comprising a plurality of particles; 

3. Payan does not teach removal of two specific proteins; 

4. Payan does not teach recovery of a modified sample; and 

5. Payan does not teach a first and a second solid phase matrix comprising a first receptor and a 
second receptor. 

Applicants' arguments have been carefully considered but are not persuasive. 

With respect to arguments 1), 2) and 5), Davies describes a plurality of solid phase matrices (see Title, 
"particulate solid phase") in a mixture (see col. 9, lines 48-50, "[a] test analyte/microparticle complex is 
added directly to the mixture of microparticles with immobilized protein standards" (emphasis added); see 
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also col. 9, lines 48-49, "added directly to the mixture"). The plurality of solid phase matrices have 
immobilized receptors (see e.g., col. 14, line 52, "antibody"). 

With respect to arguments 3) and 4), Payan describes removing (see col. 13, lines 10-11, "sorting results 
in a population of non-fluorescent beads and at least one population of fluorescent beads") proteins and 
recovering (see col. 2, lines 64-65, "collected") a modified sample. 

It would have been obvious for a person of ordinary skill in the art to perform the method for screening 
combinatorial libraries of Davies with the added procedural steps of producing and recovering a modified 
sample because Payan discovered that producing and recovering a modified sample using FACS allows 
for subsequent analysis (see col. 2, line 65), treatment (see col. 3, line 8) and/or characterization (see col. 
3, line 10) of separated proteins. 
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Conclusion 


No claims are allowed at this time. 


Applicant's amendment necessitated the new ground(s) of rejection presented in this Office action. 
Accordingly, THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is reminded of the 
extension of time policy as set forth in 37 CFR 1.136(a). A shortened statutory period for reply to this final 
action is set to expire THREE MONTHS from the mailing date of this action. In the event a first reply is 
filed within TWO MONTHS of the mailing date of this final action and the advisory action is not mailed 
until after the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 CFR 1.136(a) 
will be calculated from the mailing date of the advisory action. In no event, however, will the statutory 
period for reply expire later than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the examiner should be 
directed to David J. Venci whose telephone number is 571-272-2879. The examiner can normally be 
reached on 08:00 - 16:30 (EST). If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Long Le can be reached on 571-272-0823. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 


David J Venci 
Examiner 
Art Unit 1641 
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